Best Available 



g $ g # D 1 ff 

JAPAN PATENT OFFICE 



O ^CT/JP2004/011260 

09.08.2004 



v>&*^fcH — -t?*&£t£liE WIS. 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m n a 

Date of Application: 

ffi m # 

Application Number: 
[ST. 10/C] : 

ffi S A 
Applicant(s): 



2003^ SB 6B 

#M 2003-288280 
[JP2003-288280] 




PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 

P^., ' 

) 

) 




fchfE#-^ ffiSE^ 2004-3083638 



#02 0 0 3 - 288280 



l/E 



[ft*] 



[»#*] 
[*&#*] 



C0030570 
¥^15¥ 8B 60 

A61K 31/609 

tt*JIIIIM««"m»*KH*3TB14#l* isii^ai 



*|i*JIIIIM»*TWB*KB*3TB l 4#l* MMHkfc*«I 



899000079 



110000176 

— -fe 'Sift 

211868 
21.000R 

mmm i 
mffi i 

i 



r&A 



mSE# 2004-3083638 



2003-288280 



1/ 



TEOHW (1) t?«S M * * li * 
Hbi] 



R 



(1) 



e,(G)ov»-f*L3& k T?k**t**-c**o ) 
[ft 2] 





OMe 




R 3 0 OR 3 




F^O OR 3 





R s O OR 3 




£iiiE# 2004-3083638 



#0 2003-288280 



2/ 



Mb 3] 




[ff^fcjl 7 ] 

Xibm^** ^^oifijfet-jBHi-a - 1 -raw** 5 KtmommMo 

i"^>W*^ 1 — 3 m*T*Lj&*c|B<W>IIB#Slo 

ffliE# 2004-3083638 



#02 0 0 3 -2 8 8 2 8 0 ✓x-v . d 

1 1S?^ n 7 r -y©*HfrfM«IFH-« fcJBH** - k ft******** 1 ~ 3 Ov-f 

TIEO Hfc* (1) -C^ $ * fc tt * <^ ^Sl^lft if # $ * * £ b 

Kb 5] 




(1) 



fe(G)©vvf*;K;frT?&S*L*3fc - e**o ) 
Kb 6] 




(E) (F) (G) 



(5*+, R 3 aCl~4©7J^*^4o) 



J±HE# 2004-3083638 



#12003-288280 



i- 9 s : 



4/ 



Mb 7] 




Mb 91 




(1) 



ffigE# 2004-3083638 



#12 0 03-2 882 8 0 



5/ 



[ftlO] 




(E) (F) (Q) 



Mfei i] 




{±S|E# 2004-3083638 



#0 2003-288280 



6/ 



Utl 2] 




(2) 



mi 3] 



R 



2^ 



o 



(1) 



fiSiE# 2004-3083638 



#H 2003-288280 



7/ 



Hfc 1 4 ] 




(E) (F) (G) 



Mti 5] 




ffiaE# 2004-3083638 




mSE#2 004-3083638 



mm 2003-288280 



1/ 



10 0 0 1] _ 

[WWXK 1 1 #H 8 - 1 2 5 7 4 ^^r« 
m&-X&2 \ #IH¥ 1 0- 2 5 1 1 4 8-t<2r^ 
[«Ftt s S:TK3 1 1 0 - 2 3 1 2 4 7^&m 

° [HUH 

*(la)T*^tLS^tJ^, LPS 0J##H: lipopolysaccharide) k£J)MCU7L^ 
+ * to * 5 *» W C#*v^D77- y «ttft * PI*t * » . (1) 




[0 0 0 6] 

R 2 54TI5^^: (A) * o (G) O v>i* tL*»t?* $ *L & * * » 



ffi«E# 2004-3083638 



mm 2003-288280 



2/ 



lit 2] 




(A) (B) (C) 




(E) (F) (G) 

[It 3] 




mtE# 2004-3083638 



mm 2003-288280 



3/ 



lit 4} 




(2) 



J £ ° ifPJ5 fc* * v * n -7 r - Pm&it * * P-&«J MI5^ * n -7 r- v O 
?§<!£ft^'; ##«HfeH-r & - t ^tfi: UUv^ U Tttrffl^ o -7 r - vOtfSte^ 
IFN- a ^MM'f^ £ LTUV>o 

tj|ftv^n77-y (free macrophage) ^ JfiL?W^ (blood monocyte) , BB^? 
uy 7 -V (alveolar macrophage) > IEv^n77-">' (peritoneal macrophage) . 
ifcgEgKftP^JK^ a 7 7-v (inflammatory granuloma macrophage) ^ S*t£*^ 7 n 
7r -; (fixed macrophage) , *?'<-MU +«C»ft*^mB» < niicrog iJ I t a ^ 1 i 

£ £ ITU WO*W«KSteB*tttf Lrv»ittt«^ 7 n 7 r - v (dendritic macrophage 
) , MftKM (adventitial cell) > ^»OiMfSB^v^n7 7-^ 
(meningeal and perivascular macrophage) So 

*»« ic# * *JMaM»w « . tbohw: (i) -c* * * *= l * * 

[ft 5] 




mM 2003-288280 



4/ 



(i 

[0 0 13] 

R 2 i±T!B<z>5£ (A) (G) ©v>-F*L*t»*S *t* a o 
Kb 6] 



OMe 






R 3 0 PR 3 




R 3 0 OR 3 





R 3 Q PR 3 




g£# R 3 liCl~4©7^;Ht*^ TA'^atfcb-Ctt, ****** 

Mb 7] 





fctlSE#2 004-3083638 



#12 0 0 3-288280 



5/ 



Kb 8] 




(2) 



Mb 9] 




a TrW**, yntr*-**, xiw>"fA'*. fttffc 

10 0 16] 

R 2 tiTlB<B5$;(A) )&» <b (G) OV>*f tL*»T*S tL4*-C* & ° 



miE# 2004-3083638 



#12003-288280 



^-v?: 6/ 





OMe 




r 3 0 PR 3 




rfo .OR 3 




(E) 




R 3 0 PR 



(F) 




* L° iiU*«4TBO* da) 4 * » db) * " b < > TW* (2) "C* 

Mb i 1 1 



OH 





ffiSE#2 004-3083638 



#12 0 03-28 8280 



7/ 



Mb l 2 1 




(2) 



[ft 1 3 ] 




[0 0 19] 

R 2 j±TIB©5ftCA)*?»(G)«)V»-f tL*T**^&lfeT?**o 



ffi|E# 2004-3083638 



#$i 2003-288280 



^-v: 8/ 





OMe 




R 3 Q OR 3 



OH OMe 
(B) (O 




R 3 0 OR 3 





R 3 0 PR 3 




3**, R 3 BCl-4W7Witfet)> LTTtt, ***** 

*fc ,°ttlll}k**»iTia©5t (la) * fcli(lb)-C** C fc #»* L < > ,TB«*(2)-C* 
[ftl 5] 



OH 



O 





ffifiE# 2004-3083638 



#M 2003-288280 



9/ 



Mb 1 6 ] 




(2) 



& T Maniatis (Ed.), Molecular cloning, a laboratory manual (3rd edition) told 
Sprir^S roor Press, Cold Spring Harbor, New York (2001) F. M^ Ausubel R. Bre 

nt RE. Kingston, D. D. Moore, J.G. Seidman, J A. Smi % ^J^^'J? 

rent Protocols in Molecular Biology, John Wiley & Sons " * 

f a?KE«l *fclW»«i«)3M»OWI«C«»« ft ^21* k V ;f ? 

*4 ****** 9»ft**tfcTWfc*fe»»S*t*ini-y **f>7* a 

»-*BOiSttftI«l^**(±)-DHM2EQ «(la) I ft 
2 TDHM2EQJ a TDHMEQJ t»t*£tkUtJ;v». ) ^ °J 7 "J 

7^11^2 (±) — D HM 2 E Q ©IWfclK*: (±) - D HM 2 E Q * 

HiiE#2 004-3083638 



mm 2003-288280 



^-v : 10/ 



ZttfWhfrttz^tz 0 ftot, (±)-DHM2 EQIA> ^ n 7 r - V«ttftB«« k 
ittf IL-1«. IL-8, IL-lO^a (MCP-U RANTES) , 

(JS?«*^m^4.ttot, (±)-DHM2 E Q(i> IBO^J 

mm. ***?S"5??22 (E K ?5I££2** 

W t,tL, ^JVXtLtlt HTLV-l (human T-cell lymphotropic vi 

nTtype 1) , -f>7/H>f9-f^, ^^^^ (HI V ; Human Immunodefici 
encv Virus) > ^"C**-^* E B * -f (Epstein-Bar r Virus) * if) , 

*>f>u*, SARS (MftJftttflHRMiRlP J Severe Acute Respiratory Syndrome) * 
4**, RSMW (Respiratory Syncytial Virus) , -^-OV* (nipah virus) 
, CM^^, fl^-O^ Tf^-f^. 3***-*>f** (coxsackie 
virus) fc^^lf ibttSo 

i^T-^lt iNOSKioT, «^o*»KON0**^i-*ifc#»fe^& 
(±)-DHM 2 EQIi% aMWOfcJ: oT $ *L&^m> 0lx.tf, UE 
> S&M^ x^X, Helicobacter pylori^ W £ « 

JS. ° ( 2 ± 9 )L DHM 2 E Qt±> ♦•■CjBi *H«W*«»1tft * ivT n 7 T - y 
(hemophagocyte^Mfla) P * 0«W* (hem ?^f^ 
c syndrome) 4 * n77-ytW^n/.;7ft «^ * 

»b*LftMSA (proliferative enteropathy) 4fi:JtLTfK> 3c#> 4*.*4<&*T 
[0 0 3 0] 

= = _— ^(l)-e^$tL*'fb^^it^= = =: _ inn _ 

HRsJCd)^**^*^****- wipffe©*J*tt (Synthesis, 12-t, 1549-561H, 1995 

rf^il^S; **** ***** ws***^** 

ffiSE# 2004-3083638 



!$m 2003-288280 



^-v : 11/ 



Mb i 7 ] 

(3) 



OMe 

V 

OMe 



NH 2 



OMe IT H 




R*O v .or 3 



Xg(b) 




OH 






(8) 






OH 


(10) 


[0 0 3 2] 



11(e) 




2 -^KvT^r^ii (Will*. ^'^ftW ~ 5 

i©ft^ii»**f> ^l8C«It*4. 

[0 0 3 3] 

X5g(b)*3- (o-TJi'ilJJW)****') T5K-4, 4-V7^3*V - 2, 
5->?nA^ti7x/Wb^*OP» ^ , . . y(t _ 

±f^^&*Lfc*(4)«><t*W*»# >*;-;k *^-*^) 

*C5)T?S*ft*3- (O-T^MH'Jfn^^n*) -4, 4- 

IS^'s! 6 4. 4-W3^-3-7W^;VtVfn^7 

mSE# 2004-3083638 



#M 2003-288280 



^- v? : 12/ 



-20- 0 t, *4 L < li**TT\ a«MtoK**aO*»ft-?- > y A **Dx.. «* 

Lfcft, »fe*Lfca«*^f ^-*-C»U«C7)-C***t*5 . 6- J ^^ 2 - 
xi(°e°) : s! 6-x^>-4-tKn^^-3-7^^Wfn075 K — 
2 W^V, *. ^ ~£ THF4 ^) 

i***5«**»u «ewi^ 

A (6) of b«« * > * ' - * * k mw*»***c*« ■ u -J8~ 5 ox: 

**** **;1£2£fJ 
u ***** *fflR*u 7 y Xu*£ 

2-y^n^'tr/^iS , , 

iri(3U-7;v*^^t'Jfn^^5^ KktT, 0-7^t>Jfn 

(±) — DHM3 E Q) WKt^tlSo 
[0 0 4 0l 

ffifE# 2004-3083638 



!km 2003-288280 



13/ 



- D HM 2 E Q * 5 flHtfcT ^77- i>«*ftBL#fW8 *** * k & *-* • - ® ^ 
(±)-DHM2EQJ:^^n77-^tt«W^(-)- D ™2E 

^umfflnUf^Wo (-)-DHM2EQtt. ± -DHM2E 

Qi«fls«mv»£kt»^**. ttT(-)-DHM2EQ (3*(2)) ©P«fco 

J[°2)V* 1 $V*ft^»tt. TB©Kfc!*fcS^*^ *<i">«***5;^* 

T** *L*ft*»k*;(13> k U ^^*(12)^**^*^** 

|f mLg. Med. Che^ Lett. 10, 865-869, 2000) . ft*. *<13)«***£** 
**BkSlcKII«i-*£keJ: ((+)-DHM 2 E Q) «r 



miE# 2004-3083638 



$&M. 2003-288280 



: 14/ 



Hfc 1 8 ] 




(±)-DHM2EQ 
(la) 



H3C \XH 3 
H 3 C< \ Q 




(11) 



H3 °\/GH3 



H 3 C 



-A ^CH 3 





(-0-DHM2EQ 
(2) 



(+)-DHM2EQ 
(14) 



iL°i( 2 2)T*$tL*^« ((±) — D HM 2 E Q) li> -*5£(15) 



tBSE#2 004-3083638 



mm 2003-288280 



^-v : 15/ 



at 1 9 1 




V,?(-)-DHM2EQ (DWHM2EQ) £ (+) — D HM 2 E Q (L#-DHM2 
EQ) 

_ff _rt m _ R 3 ) «l-8«7M;vS, ****:: 8 

**te*)W^- hftm#&^f£ 7?n-^I-n (3, 5-v>^~ 

f?^^;w^-T).iZn-^h^ (3, 5-*****^**"^ 

ft* 0 «B(±) - D HM 2 B Q©**4Wltt. H«<15)1?« 
* S f^fc^CHlkpAK^aO i.d. x 250 **) "Tjl^V* 

£jJUU#fe*LfcH-DHM2EQ2lt)'(+)-DHM2EQtt, 

-)-DHM2EQIi[«] 20 D -241° (cO. 1 MeOH)T^ ^ (+) - D HM 2 E Q fit [ a ] d 
+ 239° (cO.l MeOH)"C**o ) o 

?iv5"wfl;^ ( ± )- DHM2 52r (±) ;2 H ^rSt *^?£* 

< (-)-DHM2EQt^^H«^^ 

±)-DHM2 EQ^(±)-DHM3EQ-e*4iW* (-)-DHM2EQT 



miE# 2004-3083638 



Sfrm 2003-288280 



: 16/ 



Ut2 0] 



(D 



R 1 tt*#J*V4*:*4C 2-407^*^^^*1), 7^*^^^ltUT 

ft] fiCT-feffl'WitV^ 
[0 0 4 7] 

Mb 2 i] 





OMe 




r 3 0 PR 3 







R 3 14C 1 

[0 0 4 8] 

(— ) — DHM2 EQ 

Q (-) 



4^077- 5>fiftt* fcfi«W {4, (+) — DHM2 E Q ****** > 
> ^-HElOiSft^itS^feOM^J fe> ( + ) — D HM 2 E 

-dhm2 eqs t:i**<omm&mzft®z tiz&z^wi&frt t-c 

ffi|E# 2004-3083638 



#JH 2003-288280 



17/ 



[Hitflfl 1 1 

<(+)-DHM2EQi:U^D7T- v fi*RAW264. 7*fl^N0*£*>*l«| > 

±)-DHM2EQ«ot, N0i4i±til?n^n-;^^U«$tif.o 
[0 0 5 2] 

[ 1f^^l^-h(Costar: Acton, MA) K4X10 5 »/mHCl« t^MJMW**^^ 1 

*«anU *©ftlMMM«Lfc. CitGrie88lWI*100/il«l)nb, ftlOfl-WKES* 
'[££012] 

**, LPS XFN-A^L-T^^*^ 
DHM2EQKJ:*»«*in situ^Tf ***6K. DAF-2DA (diamino J£or^cein^ 
dictate ;*--fk«a) **v>T\ MrtOH0*E»«Wbfc o *©***H2U* 
"To 

l!sffl-y»t^^^ D ^ v < A) ^ IFN ' 7 *»* nU (±) " D 

m 10« g /^(±)-DHM2EQ»L/:^ (O ti. aybn-^V^k.* 

[0 0 5 5] 

^^^7*811!^ 

ft, IFN-r (S«^100ng/ml) ROTI* (****10ai g/ml) *tf JP W*»* U 

Na 2 HP04 ( 0.2g/l KH2P04) fcfcfcU * t=2l*W** Lfcft. JM*Wre«*M* 

3 ] 

fcbi» 2004-3083638 



#12 003-2 88280 



^-v: 18/ 



iN0SO»a»« * * * * k £ ■ 3 ICTF-T i •? C > (±) - D HM 2 E 

[0 0 5 7] 

[ f ?fo0^ dish^4X10 5 «/mlk^^» i * fc*Bft*«, -**^*5»«V; 3 
10/ tg /«Uft*J:^K(±)-DHM2EQ*»JnU 2R#F^LPS (gM*l0^g/ml 

lysis buffer (50mM Tris-HCl I pH 8.0, 1% NP-40, 20mM EDTA lOOmM NaVO*. O^lmg/ml 

;i/k L/' CltLtSDS-PAGE ^^knitro cellulose membrane L, 

fc*, ttiNOWt* (Santa Cruz) fcWB**, *v»«? *ft*»^bit IgGttff • (Amar 
sham) fcKJ6**fc. ML**** * 7"** («±7-f>UA) U 

<(±)-DHM2EQi:J:^^7r-y |fi*RAW264. 7lBfc* & <0IL-1 /? #*<0«i« > 
*C (±)-DHM2EQC^ Tifittfc* *tfc v ^77- V S5&RAW264. 7«ft £* 

Q^S^L%411 B4WM-J:^ (±)-DHM2EQli^« 

#«t:in £ ft£*«HW"* * - fc & * fc * ° *° 
[0 0 5 9] 

48***7V- > ^RAW264.7«*4X10 5 ,«/mlOMT'500 / z If^^-CJL 
Rffl»*Lf-o (±) — D HM 2 E Q 3, 10/zg/ml) £«LT2i$ 

o 

iwj»mtt«« ELISA assay kit (R&D Systems ; " £ 
) ^IKi^o 4i\ mouse IU1 »j * n fe*L*Hftft* 

*LTV»*96* * V- > fcRJ6ffl**m*50Ai 1« U IcJufi^/^ 
^ 50 . 1 V ^ttT S < ^ ^° ^ ^ ^ ^ ^ - ^ ^« ^ ^ " ;V 1= t fc * * ft 

tfs*«ft»)iILfco HRP (horse radish peroxydase) aWkSfLfcaouse IL-1/? 2*Bt 

6B-fo«i*Lfc, ftfcftfclOO/.lToftl*., 30fl *"/ > **rix^22£ 

TRS#«*100^ 1X*U v^D^V- > y - ^-C**450nmK*lt*0Dll*«J 
U% jg-o^ mouse IL-1/? ELISA assay kitfcttft ©mouse IL-1/? standard* ffl 

4 / LPSr * «5 ISttflS * ^c^n77-^^ltW^^77- 5? wftttfl:^ 
-*- : e*^IL-6^^^1-^(±)-DHM2EQC0^#=£rIL-6 ELISA assay kit Te 

chne; Minneapolis. U.S.) tm»t«MI4^P»W^^ « 

SA afsay k?U^*^IL-6 standard^ X 0ft* Lfc. ^5^1"*^ (± 

fcBiE# 2004-3083638 



mm 2003-288280 



^-v?: 19/E 



) - D HM 2 E Q tt-e-©»a*K«#W^IL-6K^*W , «^* £ fc «^ $tL ^° 

< IL-l ml «£ 19 mit Hfc^n 7 r-yifi *RAW264. 7«*> fe *>TNF- a frttefll 



W * r IL-l 5 Mtte * 9 iSttft S^^n7r-?S *RAW264. 7tt * * BU © ^ 
- D HM 2 E Q tt* KTCF- or ^££^1" £ 

immm 7 1 

<(±)-DHM2EQi:^^n77- * fi*J774. lftft* > 
« ftft $tLfcW7^77-^ *J774. IMA* K * »t * N0it& * <±> T ? 

f in Lf±- D H M 2 EQ-CI43VbD-*V^4 T?N0*£#»« * 
V." MO -7 V n 7 t - S> £ v» T R» fcB*> * ^ * O o 



I0 [H1] 4 (±)-DHM2 EQ**, IFK-yRTmSVlXvXiSmk-Ztitz^tuyT-, 

v m *raw264. 7Mm<7>mm!£ zmm-r s ®%:%7K-rm'?$> * 



iiai2] (±)_dhM2EQ#, iFN-y^XPSI^oTTS^^n/^^n^r- 
[H3] (±)-DHM2EQ^ IPSK J: o-Cffittft?^^ « * r- vfi*R«26 
[B41 (±)-DHM2EQ^ LPSK£cT«ttflS$tL*:-r^n7T-yfi*RAI26 
[H5] (±)-DHM2EQ^\ LPSK i o "CtSttttS *Lfc^ * U 7 7 - ^ffi*RAW26 
[IS 6] (±)-DHM2EQ*», IL-l /? K «fc 0 ttfc-r* * 7 r - -/ffi*RAW2 

[HI 7] (±)-DHM2EQ^ IFN-y XtftfSK «t o TfSttft* *Lfc^* n 7 r 
v &3U774. l«ON0S^ & #P©J "** & * I 21 T * * ° 



tBSE# 2004-3083638 



#M 2003-288280 



1/ 



[0 1] 




I 




CO 



o 

LU 
CM 

X 

9 
+1 



b0 
C 

o 
o 



bfl 
O 



] 

a 



o 



LO 



-J— 

o 



LO O 
CO CO 



LO O LO O 
CM CM t- i— 



(IAI rt ) ON 



LO 



ffi§E# 2004-3083638 



2003-288280 



2/ 



[HI 2] 




n 




m«E#2 004-3083638 



#12003-288280 



3/ 



[0 3] 




ffiSE#2 004-3083638 



[BU] 



mm. 2003-288280 



4/ 




(5Bffll 9 0l/l»/* d > Sf l-TI 



fflSE#2 0 0 4-3 0 8 3 6 3 8 



#0 2003-288280 



5/ 



[1215] 




ffiSE# 2004-3083638 



[El 6] 



#0 2003-288280 



6/ 




mfE#2 004-3083638 



[HI7] 



#H 2003-288280 



7/E 




miiE#2 0 0 4 



-3083638 



#12003-288280 



i/E 



TIE ©Htt5*(l) 

[flu] 



R 2 



(1) 



e>(G)Ov>-ftL*»t?fE$*L&3fet?ab*o ) 
[ft 2] 





OMe 




R 3 0 PR 3 







(F) 




ffi|E#2 004-3083638 



l/E 



003-288280 



m m a 



«SU#-^ [899000079] 

1 . B 1999^ 9 J3 1 7 B 

ft F/r m^fI5^E = ffl2T@ 1 5 #4 

ft * #«ftA«**» 



£B|E# 2004-3083638 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 



□ REFERENCED) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: ; 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




LINES OR MARKS ON ORIGINAL DOCUMENT 



